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2) Eadi principal investigator has ccmsid^d alternatives to painful procedures. 
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f 1. Registration Number: 93-V-0007 / 1 326 

HZ. Species (common name) & Number of animals used in this study: 

Rats (368) 

i 4. Explain the procedure producing pain and/or distress. 

j The Role of Growth Factors and Transcription Factors in Ulcer Pathogenesis and Healing. 9504-004 154 rats used 
j {b){6), (b)(7)(c) Sastric erosions are not painful, as we know from human volunteer endoscopic studies. Ulcers may cause 
discomfort but we use minimal effective doses to induce these lesions and experiments of the shortest duration possible. 
Surprisingly, rats with chronic penetrating duodenal ulcers gain weight, move and play in the cage as normal animals, 

I indicating that ulcers may not cause pain after induction. Rats with ulcerative colitis usually have diarrhea for 2-3 days 

I after induction of lesions, but after that they will continue to gain weight. The administration of analgesics has been taken 

; into consideration, but according to the available information these agents interfere with gastric secretion, the 

development of the ulcer, and there are reports about the antiulcer (cytoprotective) or aaoravatino effect of analgesics. 

I Pathophysiology of the Portal Hypertensive Gastric Mucosa. 9912-008 154 rats used (b)(6), (b)(7)(c) Although the 
animals will undergo laparotomy for the experimental studies, this will be done while u ic oi iiiiiclio aic cti lesthetized 
[ketamine (75 mg/kg)/xyla 2 ine (8 mg/kg) i.p. once] and analgesia [buprenorphine (0.5 mg/kg) s.c. as needed] will 
subsequently be administered. However, the animals will likely experience some degree of pain or discomfort as a result 
I of the stomach injury induced by alcohol. Analgesics will interfere with the natural activation and/or inactivation of these 
) enzymes and, thus, invalidate the study. The animals will be monitored at 3, 6, 12, 24, and 48 hours, following alcohol 
gavage. If it appears that an animal is experiencing an inordinate amount of pain (e.g. not moving, even when touched; 
not able to access water), that animal will Hp pi ithani^Pd Mpchanisms of NSAIDs Interference with Angiogenesis during 
Wound Healing. 9012-001 60 rats used (b)(6), (b)(7)(c) Although the animals will undergo laparotomy for the 
experimental studies, this will be done wniie me animals are anesthetized [ketamine (75 mg/kg)/xylazine (8 mg/kg) i.p. 
once] and analgesia [buprenorphine (0.5 mg/kg) s.c. as needed] will subsequently be administered. However, the animals 
will likely experience, sorne.degree oTpain or discomfort as a result of the stomach injury induced^by alcohol. Analgesics 
j cannot be used at this stage, as we will be assaying the activities of enzymes in the stomach tissue, which may be 
' involved with injury healing. Analgesics will interfere with the natural activation and/or inactivation of these enzymes and, 

I thus, invalidate the study. The animals will be monitored at 3, 6, 12, 24, and 48 hours, following alcohol gavage. If it 

appears that an animal is experiencing an inordinate amount of pain (e.g. not moving, even when touched; not able to 
access water), that animal will be euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to determine 
that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see Item 6 below) 

; 9504-004: The administration of analgesics has been taken into consideration, but according to the available information 

; these agents interfere with gastric secretion, the development of the ulcer, and there are reports about the antiulcer 
i (cytoprotective) or aggravating effect of analgesics. 9912-008: Although the animals will undergo laparotomy for the 
experimental studies, this will be done while the animals are anesthetized [ketamine (75 mg/kg)/xylazine (8 mg/kg) i.p. 

I once] and analgesia [buprenorphine (0.5 mg/kg) s.c. as needed] will subsequently be administered. However, the animals 

I will likely experience some degree of pain or discomfort as a result of the stomach injury induced by alcohol. Analgesics 

will inteifore with the natural activation and/or inactivation of these enzymes and, thus, invalidate the study. The animals 
will be monitored at 3, 6, 12, 24, and 48 hours, following alcohol gavage. If it appears that an animal is experiencing an 
J inordinate amount of pain (e.g. not moving, even when touched; not able to access water), that animal will be euthanized. 
9012-001 : Although the animals will undergo laparotomy for the experimental studies, this will be done while the animals 
are anesthetized [ketamine (75 mg/kg)/xylazine (8 mg/kg) i.p. once] and analgesia [buprenorphine (0.5 mg/kg) s.c. as 
needed] will subsequently be administered. However, the animals will likely experience some degree of pain or discomfort 
as a result of the stomach irijury induced by alcohol. Analgesics cannot be used at this stage, as we will be assaying the 
activities of enzymes in the stomach tissue, which may be involved with injury healing. Analgesics will interfere with the 
natural activation and/or inactivation of these enzymes and, thus, invalidate the study. The animals will be monitored at 3, 
6, 12, 24, and 48 hours, following alcohol gavage. If it appears that an animal is experiencing an inordinate amount of 
pain (e.g. not moving, even when touched; not able to access wrater), that animal will be euthanized. 

: 6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations (CFR) title 
number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

Agency: CFR: 
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